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REMARKS 

The office action dated March 09, 2004 has been reviewed and the Examiner's 
comments carefully considered. Prior to the papers claims 1-31 were pending in the 
application. New claims 32-40 have been added. Therefore claims 1-40 are pending in the 
application. 

Power of Attorney 

In accordance with MPEP § 714.0(c), the undersigned represents that they are 
authorized to file a response to the outstanding office action and authorized to act in a 
representative capacity. A signed power of attorney form will be submitted shortly granting 
the registered agents of Foley and Lardner and their associates power of attomey in this case. 

Objections to the Specification 

The specification has been amended, as seen above, in view of the objection to the 
specification. Applicant respectfiiUy submits that the specification now provides proper 
antecedent basis for the claimed subject matter. Moreover, the amendments to the 
specification find support in the originally filed claims, and do not constitute new matter in 
view of the originally filed specification and claims as would be interpreted by one of 
ordinary skill in the art. 

Claim Rejections Under 35 U.S.C. SlOl 

In the Office Action, claims 2, 3, 5, 6, 18, 19, 21 and 22 are rejected under 35 U.S.C. 
§101 as claiming non-statutory subject matter. Applicant has amended these claims, as seen 
above, and respectfiiUy request reconsideration in view of the amendments. 

Rejections Under 35 U.S.C. §112. First Paragraph 

Claims 9, 10, 25 and 26 stand rejected under 35 U.S.C. §1 12, first paragraph, "as 
containing subject matter which was not described in the specification in such a way as to 
enable one skilled in the art which it pertains, or to which it is most nearly connected to make 
and/or use the invention." 
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Specifically, in regards to claims 9 and 25 the Office Action alleges that since a three- 
dimensional object has more than one cross section, it is unclear in which direction applicant 
is defining the cross section. Applicant has amended these claims to better define the claimed 
subject matter. Applicant submits that the amendments to the claims do not constitute new 
matter, and respectfully submits that one of ordinary skill would recognize that the cross- 
section referred to in the claims is a cross-section taken normal to the longitudinal direction 
of the needle. At a minimum. Fig. 2 and 3 show such a cross-section (see section A-A in 
Fig. 2). Moreover, as the Office Action notes, a three dimensional object has many cross- 
sections, and thus any meaningful cross-section of a substantially sjrmmetrical object would 
be taken on a plane normal to an axis, such as the longitudinal axis, unless there is a reason to 
do otherwise, which the present case does not specify. Second, one of ordinary skill in the art 
would recognize the cross-section of a long, thin object to be that taken on a plane normal to 
the long axis (i.e., through the longitudinal axis), again, unless there is a reason to do 
otherwise, which the present case does not specify. Moreover, the claimed cross section of 
less than 5000 square microns comports with a cross-section normal with the long axis of a 
needle. Thus, Applicant respectfully submits that the specification enables the skilled artisan 
to practice claims 9 and 25, as amended, and also provided written description support for 
such claims as of the filing date of the application. 

The Office Action also states that different dimensions of the claimed lumen are given 
in the specification. Applicant has amended the specification to provide clarification as was 
required in the Office Action. Since a claim provides written description support for itself. 
Applicant submits that no new matter has been added. Moreover, Applicant submits that 
even if the specification was silent in regard to lumen dimensions, one of ordinary skill in the 
art would be able to make a device having a needle where the "cross-sectional area of the 
lumen of the microdialysis needle is less than 5000 square microns." 

The Office Action further states that claims 10 and 26 are rejected because the 
dimensions in the specification are different from that claimed. Applicant has amended the 
specification in order to clarify that alternate embodiments are present in the application. 
Moreover, Applicant submits that even if the specification recited himdreds of different 
dimensions, one of ordinary skill in the art would be able to make a device having a needle 
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where the "width to height ratio of the cross-sectional area of the liimen of the microdialysis 
needle is larger than 1.5:1." 

4c 4c * « He 

Applicant notes that enabling support is not limited to the four comers of the 
specification and is not measured by the perceptions of an individual examiner. Rather, the 
standard is that of the ordinarily skilled artisan and the source of enabling information 
includes that which such an artisan presumably knows. That is, the correct test for 
enablement is whether the skilled person could make and use the claimed invention "from the 
disclosure in the [specification] coupled with information known in the art without undue 
experimentation." United States v. Teletronics. 8 USPQ2d 1217, 1223 (Fed. Cir. 1988); see 
MPEP §2164.01. 

Moreover, the burden is on the examiner. In order to make a rejection, an examiner 
has the initial burden to establish a reasonable basis to question enablement. MPEP§2 164.04. 
It has long been the rule that an examiner must provide a reasonable explanation as to why 
the scope of protection provided by a claim is not adequately enabled. In re Wright . 27 
USPQ2d 1510, 1513 (Fed. Cir. 1993). 

In summary, Applicant respectfiiUy submits that the Office Action is applying an 
incorrect standard for enablement. A person of ordinary skill in the art ~ given Applicant's 
specification - would have been able to make and use the claimed inventions as of 
Applicant's original filing date without undue experimentation. 

Claim Rejections Under 35 U.S.C. S103(a) 

In the Office Action, Claims 1-3, 7, 9-13, 16-19, 23, 25-31 are rejected under 35 
U.S.C. §103(a) as being unpatentable over Skrabal (U.S. Patent No. 5,097,834) in view of 
Effenhauser (U.S. Patent No. 6,572,566). Further, claims 4, 8, 20 and 24 are rejected in view 
of the same when fiirther combined with Zahn article entitled "An integrated Microfluidic 
Device for the Continuous . . with claims 5, 6, 21 and 22 being rejected in view of the 
combination of Skrabal, Effenhauser and Korf. Claim 15 is rejected in view of the 
combination of Skrabal, Effenhauser, Roeper and Ehwald. Applicant respectfiiUy traverses 
the rejection as to the claims above, and submit that these claims are allowable for at least the 
following reasons. 

Applicant relies on MPEP § 2143, which states that: 
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[t]o establish a prima facie case of obviousness, three basic criteria 
must be met. First, there must be some suggestion or motivation, 
either in the references themselves or in the knowledge generally 
available to one of ordinary skill in the art, to modify the reference 
or to combine reference teachings. Second, there must be a 
reasonable expectation of success. Finally, the prior art reference 
(or references when combined) must teach or suggest all the claim 
limitations. 

It is respectfully submitted that at least the first and third criteria of MPEP § 2143 have not 
been met in the Office Action. 
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The Cited References Do Not Suggest All Claim Recitations 
Even if the first requirement of MPEP § 2143 was satisfied in the Office Action 
(which it is not, as explained below), the cited references still do not meet the third 
requirement, which is that "the prior art reference (or references when combined) must teach 
or suggest all the claim limitations." Neither Skxabal nor Effenhauser disclose or suggest a 
fluid sequencing means whereby the fluid moving into an analysis compartment may be 
selected as calibration fluid mixed with reagent solution , as is claimed in claim 1 . Li an 
exemplary embodiment of the invention of claim 1, a fluid sequencing subsystem 36 (see 
Figs. 1 and 4) in combination with valve 5 allows for the selection of a plurality of mixtures 
to be introduced into an analysis compartment: two such mixtures being (1) a calibration 
fluid mixed with reagent solution and (2) perfusate from the outlet of a microdialysis needle 
mixed with reagent solution. The mixtures are "created" (i.e., the individual fluids are mixed 
together) in the mixing channel 6 which leads to the analysis compartment 8. That is, the 
mixtures are created before being introduced into the analysis compartment. This is 
consistent with the claim language that "the fluid moving into an analysis compartment may 
be . . . said calibration fluid mixed with said reagent solution." (Claim 1, recitation "i," 
emphasis added.) Thus, to satisfy the third requirement of MPEP § 2143 in regard to this 
recitation, the prior art must teach mixing calibration fluid with reagent solution before either 
are moved into an analysis compartment. This is because if a mixture is not formed outside 
an analysis compartment, a mixture is not moved into an analysis compartment. 
The Office Action correctly recognizes that Skrabal does teach that calibration fluid, initially 
contained in a separate reservoir 21, is directed into an analyzing unit 10. However, Skrabal 
does not teach that a mixture of a reagent fluid and a calibration fluid is moved into the 
analyzing unit 10. Indeed, by specifically illustrating and teaching reservoirs for perfusion 
fluid (17), for fluid drugs (19), and for calibration fluid (21), Skrabal teaches away firom a 
reservoir for a reagent, and thus teaches away firom forming a mixture of a reagent and a 
calibration fluid which is introduced into the analyzing unit 10. At most, Skrabal suggests 
that any reagent is contained in the analyzing unit 10 in an immobilized state, as opposed to 
suggesting that a reagent is mixed with the calibration fluid, after which the mixture is 
introduced into the analyzing unit 10. Thus, at least one element of the invention of claim 1 
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is not taught or suggested by Skrabal. Effenhauser does not teach the use of a calibration 
fluid. Therefore, Effenhauser does not teach a mixture of a calibration fluid and a reagent 
which is moved into an analysis compartment, and thus Effenhauser does not remedy this 
deficiency of Skrabal. 

Independent claim 17 recites "fluid moving into said analysis compartment can be 
selected as either said perfusate mixed with said enzyme solution or said calibration fluid 
mixed with said enzyme solution." Neither Skrabal nor Effenhauser, alone or in combination, 
disclose or suggest such a feature for the pertinent reasons discussed above.. Skrabal and 
Effenhauser, even after combination, likewise do not disclose or suggest the feature of 
"alternating the flow of a body analyte laden perfusate mixed with an appropriate reagent and 
a body analyte containing calibration fluid mixed with said appropriate reagent into an 
analysis compartment" as is claimed in independent claim 30. 

None of the other cited references, alone or in combination, remedy the deficiencies presented 
by the combination of Skrabal and Effenhauser. 

In sum, even if the first requirement of MPEP § 2143 is satisfied, the third requirement of 
MPEP § 2143 is not satisfied in the Office Action with regard to the independent claims, and, 
therefore, the claims that depend fi-om the independent claims, since the cited references do 
not teach each and every element of the present invention. Thus, the present claims are 
allowable. 

Lack of Suggestion or Motivation to Modify or Combine the References 
MPEP § 2143.01 details the requirements on the PTO for estabhshing motivation to 
modify or combine references to reject a calm as obvious. One requirement, as detailed in 
MPEP § 2143.01, subsection 6, is that "the proposed modification cannot change the 
principle of operation of a reference - If the proposed modification or combination of the 
prior art would change the principle of operation of the prior art invention being modified, 
then the teachings of the references are not sufficient to render the claims prima facie 
obvious. In re Ratti, 270 F.2d 810 (CCPA 1959)." In Ratti, the CCPA held that the 
"suggested combination of references would require a substantial reconstruction and redesign 
of the elements shown in the primary reference." This substantial redesign would have 
resulted in changing a rigid seal to a resilient seal. Thus, a reference cannot be modified to 
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render an invention obvious if the modification changes the principle of operation of the 
reference, even if that modiflcation is workable or easily implemented . 

With the above in mind, it is respectfully submitted that since the teachings of Skrabal 
rely on the principle known as tissue microperfusion,* substituting a dialysis needle^ for the 
microperfusion needle of Skrabal would change the principle of operation of Skrabal. Since 
modifying Skrabal to utilize a dialysis needle changes the principle of operation of Skrabal, 
just as changing the rigid seal to a resilient seal was found to change the principle of 
operation in Ratti, "the teachings of [Skrabal] are not sufficient to render the claims prima 
facie obvious." (MPEP § 2143.01, emphasis added.) 

Still further, adding a reagent reservoir to mix reagent and calibrating solution prior to 
introducing such a mixture into the analyzing unit 10 of Skrabal likewise changes the 
principle of operation of Skrabal. In Skrabal, as noted above, any reagent is located inside the 
analyzing unit 10 in an immobilized manner. Modifying Skrabal to mix reagent with 
calibration solution changes the principle of operation, again just as changing the rigid seal to 
a resilient seal changed the principle of operation in Ratti. This is yet another reason why the 
proposed modifications to Skrabal are not obvious. 

:|c 9|c ^ 4( He 

The Office Action states that "it would have been obvious to modify Skrabal to use 
the needle of Effenhauser, as it is merely the substitution of one know equivalent needle for 
another." (Office Action, sentence spanning page 4 and 5.) Applicant respectfully submits 
that this is not the case. A microprofusion needle is not the equivalent of a dialysis needle. 
The Office Action alleges that "Effenhauser teaches an microdialysis needle that performs the 
same function as the needle of Skrabal." (Office Action, page 4, last full sentence.) 
Applicant submits that the opposite is true: Effenhauser teaches a needle that performs a 
different function as the needle of Skrabal. In analyzing this portion of the Office Action, it 
appears that the Office Action relies on common knowledge in the art, as is discussed and 

* In microperfusion, a perfusate is added directly into the tissue outside of the needle, allowed to reside 
in the tissue for a period of time, and then is sucked back into the needle (and then into the analysis chamber) for 
analysis. That is, the perfusate actually leaves the needle and resides inside the tissue outside of the needle for a 
period of time. 

^ In a dialysis needle, the perfusate remains separated from the issue by a membrane, and the body 
anayte diffuses from the tissue through the membrane into the perfusate. 

-23- 



002.1196124.1 



Atty, Dkt. No. 080219-0107 

permitted in MPEP § 2144.03, to satisfy the first requirement of MPEP § 2143. However, 
Applicant notes that § 2144.03 allows an applicant "to traverse such an assertion," and that 
when an apphcant does so, "the examiner should cite a reference in support of his or her 
position." (MPEP § 2144.03, second paragraph.) Applicant hereby traverses the assertion 
that it would have been common knowledge in the art that a microdialisis needle is the 
equivalent of a microperfusate needle. Applicant thus requests, relying on § 2144.03, that 
the FTP cite a reference and exactly identify where such a reference teaches the alleged 
equivalence. 

New Claims 

As seen above. Applicants have added new claims. These claims are allowable for at 
least the pertinent reasons discussed above. Support for the new claims may be found in the 
as-filed specification and the as-filed claims. Allowance is respectfully requested. 

Conclusion 

Applicant believes that the present application is now in condition for allowance. 
Favorable reconsideration of the application as amended is respectfully requested. 
The Examiner is invited to contact the undersigned by telephone if it is felt that a telephone 
interview would advance the prosecution of the present application. 

The Commissioner is hereby authorized to charge any additional fees which may be required 
regarding this application under 37 C.F.R. §§ 1.16-1.17, or credit any overpayment, to 
Deposit Account No. 19-0741 . Should no proper payment be enclosed herewith, as by a 
check being in the wrong amount, unsigned, post-dated, otherwise improper or informal or 
even entirely missing, the Commissioner is authorized to charge the unpaid amount to 
Deposit Account No. 19-0741. If any extensions of time are needed for timely acceptance of 
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papers submitted herewith, Applicant hereby petitions for such extension under 37 C.F.R. 
§1.136 and authorizes payment of any such extensions fees to Deposit Account No. 19-0741. 

Examiner Nasser is invited to contact the undersigned if it is felt that a phone 
interview would advance prosecution. 



Respectfully submitted. 



Date I^Y^^^ 

FOLEY & LARDNER LLP 
Customer Number: 22428 
Telephone: (202) 295-4747 
Facsimile: (202) 672-5399 



Mar)mJ. Cosenza 
Atfomey for Applicant 
Registration No. 48,892 
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